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DETAILED ACTION 

Receipt is acknowledged of an amendment, filed 12/22/2004, in which several claims 
were amended (claims 1-4, 6, 8 & 1 1) and in which new claims were added (claims 15-16). 
Claims 1-8, 11, 15-16 are pending in the instant application. 

Any rejection of record in the previous office action mailed on 8/24/2004 not addressed 
herein is withdrawn. This action is not final due to new grounds of rejection presented herein 
that were not necessitated by applicants' amendment of the claims in the response filed 
12/22/2004. 

Specification 

The amendment filed 12/22/2004 is objected to under 35 U.S.C. 132 because it 
introduces new matter into the disclosure. 35 U.S.C. 132 states that no amendment shall 
introduce new matter into the disclosure of the invention. The added material that is not 
supported by the original disclosure is as follows: incorporation by reference of Japanese 
application 10-366719. Applicants have properly claimed priority to the Japanese application in 
the originally filed Oath. There was, however, no incorporation by reference of the entire 
foreign document in the originally filed papers. Thus, it is impermissible new matter to 
incorporate the entirety of the foreign reference at this point in prosecution. Further, it is 
improper and unnecessary to incorporate by reference the teachings of the international 
application for which the instant application is the national stage (e.g. see M.P.E.P. 1893.03(c)). 
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Applicant is required to cancel the new matter in the reply to this Office Action. It would 
be remedial to amend the specification to delete the phrase "the disclosures of all of which are 
incorporated herein by reference." 

Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter that the applicant regards as his invention. 

Claims 1-8, 1 1 & 15-16 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

The following are new rejections. 

Claims 2-3 are vague and indefinite in that the metes and bounds of the phrase "wherein 
the regulator sequence is" are unclear. It is unclear whether the term "is" is necessarily closed 
language or not. It would be remedial to amend the claim to include language that is explicitly 
open (e.g. comprising) or closed (e.g. consisting of) with regard to the presence of additional 
elements. 

Claim 4 is vague and indefinite in that the metes and bounds of the phrase "or a fragment 
thereof are unclear. It is unclear if the term refers to the base sequence comprising nucleotides 
1-2270 of SEQ ID NO: 1 or solely refers to nucleotides 1-2270 of SEQ ID NO: 1. 

Claim 5 recites the limitation of a recombinant vector "containing the DNA described in 
claim 1". There is no clear and positive prior antecedent basis for the term "the DNA described 
in claim 1" since there are several different DNAs described in the claim (e.g. the DNA 
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sequences recited in parts (a)-(d)). In addition, the term "containing" is not explicitly defined in 
the instant specification and it is not clear whether the term is meant to be open (e.g. comprising) 
or closed language (e.g. consisting of), making the metes and bounds of the DNA claimed 
unclear. It would be remedial to amend the claim to include language that is explicitly open (e.g. 
comprising) or closed (e.g. consisting of) with regard to the presence of additional elements. 

Claim 8 is vague and indefinite in that the metes and bounds of the phrase "method for 
screening for a compound. . . .characterized by measuring and comparing" are not clear. It is 
unclear as the claim is currently written whether one necessarily performs the recited positive 
action steps or not. It would be remedial to amend the claim language to recite a "method for 
screening for a compound, . . .comprising measuring and comparing". 

There is no clear and positive prior antecedent basis in claim 1 1 for the term "the UCP-2 
promoter sequence". Nor are the metes and bounds of this term clear as no particular sequence is 
disclosed in the specification as being "the" UCP-2 promoter sequence and there does not appear 
to be such a canonical sequence disclosed in the art. 

The following rejections are maintained for reasons of record in the office action 
mailed 8/24/04, and which are repeated below. 

Claim 1 recites the limitation of an isolated DNA "containing" a regulator sequence. The 
term "containing" is not explicitly defined in the instant specification and it is not clear whether 
the term is meant to be open (e.g. comprising) or closed language (e.g. consisting of), making the 
metes and bounds of the DNA claimed unclear. It would be remedial to amend the claim to 
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include language that is explicitly open (e.g. comprising) or closed (e.g. consisting of) with 
regard to the presence of additional elements. 

Claim 1 lacks an article (e.g. "a" or "the") prior to the term "uncoupling protein-2 (UCP- 
2) promoter region" in line 1. The lack of such an article prior to the term makes it unclear as to 
how many UCP-2 promoter regions are to be present in the claimed nucleic acid. 

Claim 1 is vague and indefinite in that the metes and bounds of the phrase "wherein the 
regulator sequence is a sequence selected from" are unclear. It is unclear whether the term "is" 
is necessarily closed language or not. It would be remedial to amend the claim to include 
language that is explicitly open (e.g. comprising) or closed (e.g. consisting of) with regard to the 
presence of additional elements. 

Response to Arguments/112 2 nd Paragraph Rejections for Claim 1 

Applicants arguments filed 12/22/2004 have been fully considered but they are not 
persuasive. The response essentially argues that the amendments to the claim obviate the 
outstanding grounds of rejection. For the rejections indicated above, the specific terms have not 
been amended and the metes and bounds of these terms have not been made clear by the 
amendment. 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1 1 & 15-16 are rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the written description requirement. The claim(s) contains subject matter that was not 
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described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. This is a new rejection necessitated by the amendment of the claims in the 
response filed 12/22/2004. This is a New Matter rejection. 

Claim 1 1 has been amended to broadly recite new limitations with regard to the 
constituent parts of a kit including: a cell culture medium, a cell differentiation medium and a 
plasmid for measurement of UCP-2 promoter activity. Claim 1 1(a) is broad in that it recites a 
culture medium comprising DMEM supplemented with any concentration of fetal calf serum. 
Claim 1 1(b) is broad in that it recites a cell differentiation medium comprising DMEM 
supplemented with any concentration of rabbit serum. Claim 1 1(c) is broad in that it recites that 
the pGL-3-basic plasmid carries "the" UCP-2 promoter sequence. Claim 1 1(d) recites a host cell 
line "comprising" an MG-63 cell line. 

The portion of the specification pointed to by applicants' response as providing support 
for the amendments to claim 1 1 and for new claims 15-16 recites a very specific composition for 
the claimed kit that is narrower in scope than what is recited in claims 11, 15 & 16 (e.g. see 
pages 15-17 of the instant specification). For example, the cell culture medium is described as 
DMEM supplemented with 10% fetal calf serum. The cell differentiation medium is described 
as DMEM supplemented with 5% rabbit serum. The pGL3-basic plasmid is described as 
comprising a UCP-2 promoter sequence of the invention operatively linked to a structural gene. 
The host cell line is described as being MG-63 cells. The specific example pointed to by 
applicants' response only provides support for the very specific example and does not provide 
support for claiming the components of the kit more broadly. For example, there is no support 
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for claiming literally any percentage of FCS or rabbit serum in the cell culture or differentiation 
media. There is no support in the cited section for claiming "the" UCP-2 promoter as no such 
canonical promoter has been defined in the specification. There is no support in the cited portion 
of the specification for claiming a cell line "comprising" an MG-63 cell line. Nor can the 
examiner find implicit or literal support in the remainder of the originally filed specification and 
claims for the newly added subject matter cited above. Therefore, each of the newly added 
limitations is impermissible New Matter. 

Claims 1-8, 1 1, 15 & 16 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter that was 
not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. This is a new rejection based upon the grounds that there is insufficient 
description of the broad genus of the nucleic acids encompassed by the terms "uncoupling 
protein-2 (UCP-2) promoter region" or "the UCP-2 promoter sequence" to reasonably 
convey to the skilled artisan that applicants had possession of the broadly claimed 
invention at the time of filing. 

Claim 1 recites the term "uncoupling protein-2 (UCP-2) promoter region" and is directed 
to an isolated DNA comprising the UCP-2 region wherein the region comprises particular 
enhancer sequences (e.g. PPRE, C/EBP, GRE and MyoD-binding). Claim 1 1 recites the 
limitation of a reporter plasmid (i.e. pGL3-basic) comprising "the UCP-2 promoter sequence". 
While the instant specification discloses a nucleic acid sequence (SEQ ID NO: 1) that apparently 
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comprises UCP-2 promoter activity, it does not disclose this sequence as setting the boundaries 
for what is considered the human UCP-2 promoter sequence. Moreover, there is no limitation in 
the rejected claims that the cited terms are limited to the human UCP-2 promoter, even if such 
boundaries were clearly defined in the instant specification for the human promoter sequence. 
While claim 4 recites that the isolated DNA comprises a UCP-2 promoter region comprising 
nucleotides 1-2270 of SEQ ID NO: 1, it also encompasses embodiments comprising only a 
fragment of nucleotides 1-2270 of SEQ ID NO: 1. A fragment of SEQ ID NO: 1 can be 
interpreted as being as small as a single nucleotide. Thus, the rejected claims read on an 
extremely large number of different nucleic acid sequences obtained from many different sources 
that are linked to regulation of expression of the uncoupling protein-2 gene. 

The instant specification is directed to the characterization of the -2.3 kb hUCP-2 
promoter fragment described by SEQ ID NO: 1 from nucleotides 1-2270. Very short sequences 
within this fragment were identified as well-known binding sites for different transcription 
regulators (e.g. the specifically recited oligonucleotide sequences recited in claim 1). Deletion 
constructs comprising portions of this region were made and the reporter gene activity 
determined (e.g. see Figure 9 & Example 4 at pages 25-26 of the instant specification). An 
-70% increase in UCP-2 promoter activity as observed upon loss of the PPRE element at 
nucleotides 284-296 of SEQ ID NO: 1. However, upon further deletion until the two C/EBP 
sites at nucleotides 1316-1320 and 1364-1368 were lost, UCP-2 activity decreased by -30%. 
Upon deletion of a further 290 nucleotides downstream, UCP-2 promoter activity was lost. 
Thus, the instant specification does provide some data with regard to the basis organization and 
functional characteristics of the human UCP-2 promoter region described by nucleotides 1-2270 
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of SEQ ID NO: 1 . On the other hand, there is no basis provided by the instant specification for 
one of skill in the art to envision what other sequences upstream from the described region might 
play a role in UCP-2 expression. No basis is provided by the instant specification for the skilled 
artisan to extrapolate these findings to species other than humans (e.g. whale, mouse, horse, etc.). 

The UCP-2 sequence described by nucleotides 1-2270 of SEQ ID NO: 1 appears to have 
not been described in any great detail in the art at the time of filing. For example, the prior art 
does not appear to have taught that the specifically recited regulatory elements of claim 1 were 
known to be associated with any other known UCP-2 promoter sequence (e.g. murine). Thus, 
the prior art fails to offset the deficiencies of the instant specification with regard to a basis for 
the skilled artisan to reliably envision other embodiments of the claimed UCP-2 promoter 
sequence. 

Given the enormous genus of UCP-2 promoter sequences encompassed by the rejected 
claims and the lack of any basis in the prior art or instant specification to envision other UCP-2 
promoter sequences encompassed by the claims, the skilled artisan would not have been able to 
envision a sufficient number of specific embodiments of such UCP-2 sequences so as to describe 
the broadly claimed genus of such promoter sequences. Therefore, the skilled artisan would 
reasonably have concluded applicants were not in possession of the broadly claimed invention. 

Claim Rejections - 35 USC § 102 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 
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Claims 1-8 are rejected under 35 U.S.C. 102(b) as being anticipated by Surwit et al (WO 
98/31396; see the entire PCT application). This rejection is maintained for reasons of record 
in the previous office action and which are repeated below. 

The Surwit et al application teaches the identification and cloning of nucleic acid 
sequences encoding human uncoupling protein 2 (hUCP-2), 5 s sequences controlling the 
expression of hUCP-2 as well as methods of using the regulator sequences to identify modulators 
of hUCP-2 expression. For example, the application teaches the identification of a human BAC 
clone comprising approximately 20 kb of human sequence which the practitioners believe 
comprises the entire gene and entire promoter (hUCP2.BAC deposited with the ATCC; e.g. see 
pages 16-17). Further, the application teaches the isolation of a lambda EMBL3 phage 
comprising -14 kb of human sequences. This clone comprises all 8 exons of the human UCP-2 
gene, as well as a minimum of 3 kb of DNA upstream of the putative +1 site (e.g. page 32). The 
application teaches methods of screening compounds for the ability to modulate (e.g. increase or 
inhibit) the activity or expression of UCP-2. Such methods can be performed in vivo or in vitro 
using cells expressing the human UCP-2 gene (or cells expressing a reporter sequence 
operatively linked to the UCP-2 regulatory sequences) that are incubated in the presence and 
absence of test compounds and the level of expression in each case determined (e.g. page 19, 
lines 2-18). As indicated above, the term "cell differentiation medium" is not clearly and 
explicitly defined in the instant specification and can thus be read broadly to encompass any 
media used to culture any of the types of cells taught by Surwit et al. 

Given the size of the genomic clones obtained by the inventors of the Surwit et al 
application (e.g. at least 3 kb upstream of the transcription initiation site) and the fact that the 
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sequences recked in the recent claims are all within ~2.2 kb of the initiation site (e.g. see 
amended Figure 4 of the instant specification), it is reasonable to expect that the clones obtained 
by Surwit et al necessarily comprise the specific sequences recited in rejected claims 1-8. 

Because the Office does not have the facilities for examining and comparing the 
applicants' product with the products of the prior art, the burden is on the applicants to show a 
novel or unobvious difference between the claimed products and the products of the prior art 
(e.g. that the products of the prior art do not possess the same material structural and functional 
characteristics of the claimed product). See in re Best, 562 F.2d 1252, 195 USPQ 430 (CCPA 
1977). 

Response to Arguments/1 02(b) Rejections Over Surwit et al 

Applicant's arguments filed 12/22/2004 have been fully considered but they are not 
persuasive. The response essentially argues that: 1) the UCP-2 promoter obtained by Surwit et al 
is only partially disclosed, 2) only four regions of the clone comprising the promoter obtained by 
Surwit et al were sequenced and the one sequence that appears to overlap with applicants' 
sequence is not identical to, and has "a certain degree of variation" from, applicants' sequence, 
3) the first nucleotide of Sequence No. 2 of Surwit et al appears to correspond to about the 1730 th 
nucleotide of SEQ ID NO: 1 of the instant application, 4) Sequence No. 1 of Surwit et al appears 
to be upstream of SEQ ID NO: 1 of the instant application, 5) the regulatory sequences 
specifically recited in Claim 1 lie in between Sequence Nos. 1 & 2 disclosed by Surwit et al and 
are not described, 6) it is impossible to consider the undisclosed sequence between Sequence 
Nos. 1 & 2 of Surwit et al, 7) the discrepancy between the disclosed portion of Surwit et al and 
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the instant disclosure make it likely that the specifically recited sequences are not present in the 
clone disclosed by Surwit et al, 8) Surwit et al fails to suggest or recite the specific regulatory 
sequences recited in claim 1, much less their respective classification, 9) requiring applicants to 
obtain one or more cell lines disclosed in Surwit et al, isolate, clone and sequence the DNA in 
order to compare it with applicants' DNA is unduly burdensome, 10) Enzo is intended to allow 
an applicant to comply with the requirements of 1 12 1 st paragraph, but is not intended to allow 
the deposited material to be used as prior art against a third party, 11) the Patent Office can make 
the comparison as the claim is directed to a sequence rather than a cell since it is equipped to 
compare sequences (e.g. if Surwit et al is filed in the U.S., then a copy of the sequence listing 
should be available for comparison), 12) it is easier and cheaper for the Office to do the 
comparison than for applicant to go to the trouble of obtaining the cell taught by Surwit et al and 
determining the relevant sequence in question, and 13) the date of effectiveness against a third 
party of the portion of the sequence listing not disclosed in the published PCT application should 
not be prior than the date of the submission of the undisclosed portion of the sequence listing. 

The rejected claims are directed to a nucleic acid that comprises a UCP-2 promoter 
having the specifically recited binding elements of claim 1, recombinant vectors comprising the 
nucleic acid and host cells comprising the recombinant vectors. It is the examiner's contention, 
based on the reasons given above, that the clones taught by Surwit et al would necessarily 
comprise at least one of the recited binding sites. The date that the sequence for the 
uncharacterized region that corresponds to applicants' claims is disclosed is irrelevant so long as 
Surwit et al were enabled for and had possession of the particular clones. There is nothing the 
examiner is aware of in the case law or in the statutes that says that the clones obtained by Surwit 
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et al had to be deposited in order for the examiner to be able to use them as art, or conversely, 
that the deposited material cannot be used as art. As the response correctly points out, the 
deposited material satisfies the requirements of 112 1 st paragraph with regard to enablement and 
description. With regard to the observation that there is a "certain degree" of variance between 
the disclosed sequences taught by Surwit et al and the sequences disclosed in the instant 
specification, the location and degree of variance is never described in applicants' response, 
making it difficult to extrapolate that variance to the regions specifically recited in the rejected 
claims. Moreover, there is reason to expect that while there might be variance in the broad 
region of the nucleic acid sequence not explicitly disclosed by Surwit et al from applicants' own 
data, this variance is actually unlikely to extend into the specifically recited enhancer sequences 
described by applicants. These sites are very short sequences that are extraordinarily well 
conserved across multiple different types of genes obtained from many different animal species 
(e.g. as evidence of this conservation of sequence, see the attached sequence search results for 
sequences described within issued patents; Exhibits A-H). Further, applicants' own data 
suggests that at least three of the sites actually do play a role in regulation of UCP-2 expression 
(e.g. Example 4), indicating that those particular enhancer sites are important to UCP-2 gene 
regulation and are, therefore, even more likely to be conserved. It is exceedingly unlikely, given 
the facts outlined above and this conservation in sequence across species for many very different 
genes, that the specifically recited enhancer sites are not present in the clones disclosed by 
Surwit et al. Thus, one of skill in the art would necessarily expect that the deposited material 
would meet the structural/functional limitations for the UCP-2 promoter regions of the rejected 
claims. 
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The teachings of Surwit et al (WO 98/31396 Al) are also disclosed in U.S. 2003/01 19775 
Al. The U.S. application does not appear to comprise a sequence listing that discloses the 
relevant sequences so that the examiner could do the comparison for applicant. The examiner 
would be glad to do so if it were possible. However, arguments directed to an undue burden 
placed on applicants in independently determining the sequence of the clones disclosed by 
Surwit et al are irrelevant. Applicants' response has not effectively rebutted the examiner's 
argument that one would necessarily expect the clones disclosed by Surwit et al to possess the 
recited structural and functional characteristics. As indicated above, the Office does not have the 
facilities for examining and comparing the applicants' product with the products of the prior art, 
and the burden is on the applicants to show a novel or unobvious difference between the claimed 
products and the products of the prior art (e.g. that the products of the prior art do not possess the 
same material structural and functional characteristics of the claimed product). See in re Best, 
562 F.2d 1252, 195 USPQ 430 (CCPA 1977). 

Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gerald G. Leffers Jr., PhD whose telephone number is (571) 272- 
0772. The examiner can normally be reached on 6:30-4:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Remy Yucel can be reached on (571) 272-0781. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Gerald G Leffers Jr., PhD 
Primary Examiner 
Art Unit 1636 
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